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Bolar Pharmacsutisal Ce., Ine.
Attantisn: Robert Sminen
130 Liusoln Strest
Copisgee, NY 11726
Gentlenens ~

Referenes is made te your sbbrevisted new drug applisation sudnitted
pursuant to Sestisn 303(D) of the Veldarsl Peed, Drug, sud Cometic Act
fox Frobemecid Tablets, 500 mg. with Celekiaine 0.3 ng.
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Bolar Pharmacesutical Ce., Ina.'

Attention; Nr. Robert Shulamm

130 Liacoln Strest

Copiagus, L. I., Bow York 11726

Centlsman:

Rafevence fs npde to ysur abbreviatad new drug spplication suimitved
puzsusnt te Sectiom S03(h) of the Vedswal Peed, Drug, sad Cosmstiec -
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Bolsr Pharmaceutical Co., Ino.
Attentica: My. Robert Shuimen
1% Liocela Strest -
Coplagme, ¥¥ 11726

Ceatiswmon:
nmuuuummmmmmw

pursumt to Sastisn 505(b) ef the Yadeval Food, Drug, aad Cosmatic
Aet for Prebensetd Tablets, 300 ug: witth Colchicine, 0.5 mg.
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KDA 83221

AP 10-156

Atteatiea: Mr. hbm Mﬁn
130 Lincols Street UL 25 9
Coplague, WY 11726 o

GCentlemant ‘
Mmhmumﬂmhumknmw.ﬁdm
pureusat to Section 305(b) of the Fedexal Feed, Drug, and Cosmetic
htMMM.MQ.Mme.Sm

Reference is alee made to your commmication dated April 12, 1974,
mmmumm

We have completed oux review of this sbbrevisted sew drug sppliestien.

Bevever, mnmmum.mmmm -

sdditional iafermation is mecessaxy’
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AF 10-156 NOV 0 7 1974

Bolar Pharmacsutieal Co., Ins.
Attention: Mr. Robert Shulmas
130 Lincoln Strest
Coplague, XY 11724

Sentlenens

Raference is made to your abbrevistad asw drug applicatiss ssimitted T
purswant to Jectiocn 3505(b) of the Fedexal Feod, Drug, and Commetis
Act for Prodenseid Tablets, 500 ag. with Colehicine, 0.3 ng.

Rafexsuce is alec made to your communigation dated Septmber 9,
1974, relating to emaples.

We have reviewed the materisl sudmitted, and sanples and dats -
have been transmitted te our lLaboratoriss for validaties. Ve
will correspond with you sfter thelf analysis is cempleted.

The saterial submitted is being retained 1a cur files.
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- | RESUBMISSION
- NDA ORIG AMENDMENT
BOLAR PHARMACEUTICAL CO. INC. Oreq:

130 LINCOLN STREET ¢  COPIAGUE,L.I,N.Y. 11726 e  516-842-8383

February 7, 1975

- NDA 83-221
Bureau of Drugs
Food and Drug Administration .
5600 Fishers Lane
Roekville, Maryland 20852
Gentlemen:
In answer to yowr letter of January 27, 1975 regarding
our abbreviated new drug application for probenecid tablets
500 mg. with colchicine 0.5 mg. enclosed please find
comments from our quality control laboratory.

| Sincerely,
ENCLS: Robert Shulman, President

Rs/fn
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RESUBMISSION
NDA ORIG AMENDMENT //C/L‘? )
BOLAR PHARMACEUTICAL CO.. INC. |

130 LINCOLN STREET o COPIAGUE,L.I,N.Y.11726 e  516.842-8383

NDA 83=221 A
Bureau of Drugs September 9, 1974

Food and Drug Administration

5600 Fishers Lane

Rookville, Maryland 20852

Gentlemen: ‘ A

In answer to your letter of July 25, 1974 regarding our ab-
breviated new drug application for Probenecid tablets, 500 mg

with Colchicine, 0.5 mg enclosed please find the specifiocations
and tests applied to the drug inoluding dissolution. X

Dissolution results on lot # 113505 are also enclosed.

Sincerely yours,

Robert Sh 7 Prediden

MANTIFACTURFRS OF PHARMACEUTICAL TABLETS AND CAPSIITES
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BOLAR PHARMACEUTICAL ccfm 4 BIG AMTNDYENT .

130 LINCOLN STREET e COPIAGUE,L.I,N.Y.11726 e  516.842.8383 W

B /4
NDA 83-221

Burean of Drugs April 12, 1974
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Gentlemen:

In answer to your letter of December 10, 1973 regarding our
abbreviated New Drug Applicatiom for Probenecid Tablets, 500 mge
with Colchicine 0.5 mge enclosed please find the following:

1) .Three coples of the drug dosage form specifications
listing astual numerlcal specifications are enclosed,.

2) Three copies of our analytical results om batch
number 063192,

3) Three copies of appropriate methodology &8s per
your request.

We are enclosing & sample of Probeénecid 500 mge with Colchicine
05 mg Tablets, Lot number 0631982, On September 17, 1793 we sent
two samples of the finished dosage form as per your original
request,

Sincerely yours,

D, Sl

an » Presiden
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RESUBMISSION

NDA Orig AMENDMENT
BOLAR PHARMACEUTICAL CO. INC. T

B T [P

130 LINCOLN STREET e COPIAGUE,L.I,N.Y.11726 e  516.842-8383
NDA 83-221 -

Bureau of Drugs

Food and Drug Administration September 17, 1973
5600 Fishers Lane -

Rookville, Mapyland 20852

Gentlemen:

In answep to your letter of May 15, 1973 regarding our abbrevikted new
drug application for Probenecid 500 mg. with Colchicine 0.5 mg. Tablets. |
Enclosed please find ths following: |

1) Three copies of "Special Handling for Coleohine.”
2) Samples of the final dosage form.

Sincerely yours,
Bolar Pharmaceutical Co., Ina.

Robert S 3, President: — -

e B "‘-’,‘

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES
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BOLAR PHARMACEUTICAL CO. INC. @
130 LINCOLN STREET e COPIAGUE,L.1,N.Y.11726 e 516-MY 1.5454
NDA g3=-221
Bureau of Drugs February 7, 1973

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852
Gentlemen:

As indicated in our letter of January 17, 1973 regarding our abbreviated
new drug application for Probenscid Tablets 500 mg. with Colchicine 0,5 mg.
enclosed please find twelve copies of the final printed container label.

Sincerely yours,

Bolar Pharmaceutical Co., Inec,

ROBERT SHUIMA%EIDM

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES
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NDA 0ORIG ALENDLENT
BOLAR PHARMACEUTICAL CO. INC.

130 LINCOLN STREET e COPIAGUE, L.I,N.Y. 11726 e 516.MY 1.5454

NDA 83-221

Bureau of Drugs Mareh 3, 1973
Food and Drug Administration
5600 Pishers Lane
Rockville, Maryland 20852
Gentlemen:
In reference to your letter of Pebruary 26, 1973 regarding our abbreviated
new drug application for Probenecid Tablets, 500 mg., with Colehicine 0,5 mg,
enclosed please find the following:
1. Final printed package insert copy.
2, Specific test method for assay of the final dosage form.
The final printed eontainor labels were sent under separate cover on
February 7, 1973.
Sincerely yours,

Bolar Pharmaceutical Co., Inc,

Robert Shulman, President _‘

f—

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES .
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RESUBLISSInYy
T T : NDA ORIG AMENDYENT
BOLAR PHARMACEUTICAL CO. INC.

130 LINCOLN_STRE.ET e COPIAGUE,L.I, N. Y. 11726 "~ e 516-MY 1.5454

NDA 8§3-221

Bureau of Drugs January 17, 1973
Food and Drug Administration '
5600 Fishers Lane

Roekville, Maryland 20852

Gentlemen:

In referemee to your letter of Des. 29, 1972 regarding our abbreviated
new drug applieation for Probenecid Tablets, 500 mg. with Colchicine 0.5 mg.
enclosed please find the following:

1. Draft eopy of revised package insert.

2. Suppliers of both active ingredients, probenecid and
eolehieine, A

3. Analytical procedures for Dicaleium Phosphate.

Twelve copies of the printed sontainer labels will be submitted as soon
as printing is completead,

Sincerely yours,

BOLAR PHARMACEUTICAL CO. » INC.

Q3 Shduman

ROBERT SHULMAN, PRESIDENT

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES



thn Commissioner of Food and Drugs (21
CFR 2.120).
Lated: July 11, 1972. '
Sem D. TINE,
Assoviale Connissioner
for Compliance.
[FR Doc.72-11720 Filed 7-27-72;8:48 am]

{DEST 12177}
COMBINATION DRUG CONTAINING

NOTICES

Commissfoner of Food and Drugs ("l
CY¥R 2.120).,
Dated: July 11, 1972,
SaM 1J. FIRE,
Associqle Carpsissioner
for Compliance.

{FR Doc.72-11721 Filed 7-27-72;8:48 am]

[DESI 12383}
COMEINATION PREPARATION CON-

METHSCOPOLAMINE RESIN AND TAINING FROBENECID AND COL-

METHAQUALONE RESIN

Drugs for Human Use; Drug Efficacy
Study tmplementation

The Food and Drug Administration
has evaluated a report received from the
Natjoral Academy of Sciences-Natiomai.

. Research Council, Driig Eflicacy. Stedy
Group, on the following anticholinergic-
sedative drug

Dimethacol Capsules containing meth-
scopolamine resin and methaqualone
resin (formerly called Akalon-T ‘5’ Cap-
sules and Akalon-T ‘10’ Capsules);
Strasenburgh Laborafories, Division
Pennwalt Corp.,, 755 Jefferson Road,
Rochester, N.Y. 14623 (NDA 12-177).

Such drugs are regarded as new drugs
(21 U.S.C. 321(p)). The effectiveness
classification and marketing status are
described below.

A. Efiectiveness classification. The
Food and Drugz Administration has con-
sidered the Academy’s report, as well as
other available evidence, and concludes
that this combination drugz is possibly
entantive tor s labeled indications,

B. Markeang status. Xlarketingz of
such drug with labeling which recom-
mends or suggests its use for indications
for which it has been classified as possi-
bly eiieciive may ke continued for 6
months as described in paragraphs (d),
(e), and (f) of ihe notice *'Conditions for
Marketing New Drugs Evaluated in Drug
Efficacy Stidy,” published in the FEPERAL
RicISTER July 14, 1970 (35 F.R. 11273).

A copy of the Academy’s report has
been furnished to the firm referred to
above. Communications forwarded in re-
spense to this announcement should be
identified with the referenice number
DEST 12177, direcied to the attention of
the appropriate office listed below, and
addressed to the Food and Drug Admin-

istration, 5600 Fishers: Lane, Rockville, -

Md. 20852:

Bupplements (identify with NDA number):
Oilice of Scientific BEvaluation (BD-100),
Bureau of Drugs. B}

Orivinal newedruzs anplications: Ofice of
Scientific Evaluation (BD-100), Bureau of
Drugs,

Requests for the Academy’s report: Drug
Eficacy £tudy Information Controi (BD-
67), Bureau of Drvugs.

All other communications regarding this an-
nouncement: Drug Efficacy Study Imple-
mentation Project Office (BD-60), Bureau
of Drugs. i

This notics iz xq\und nyreant o nro.
visions of the Federal Fcod Dmg and
Cosmmelic Act wecs. 543, 203, 82 S
16530-53. 23 amendad: 21 US.C. 282, S‘ﬂ
and under the authoricy deiegaied (o the

.FEDEZAL

CHICINE

Drugs for Humean Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
has evalugted a report received frem the

" Nauenal Academy of Sciences-WWational

Research Courcil, Drug Efficacy Study
Group, on the following drug:

ColBenemid Tablets containing pro-
benecid and colchicine; Merck Sharp &
Dohme, West Point, Pa. 19436 (NDA
12-383).

Such drugs are regarded as new drugs
(21 U.S.C. 321{p)). Supplemental new-
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new-drug a2pplication is required
from any person marketing such drug
without aporoval. .-

A. Effectiveniess classification. The™
Food and Druz Administration has con-
sidered the Academy's report, as well as
other avajlable evidence, and concludes
that probenecid with colchicine is effec-

JUve. for. the treatment of clitonic zouty

arthritis when complicated by frequent,
recurrent, acute attacks of gout.

B. Condiiions for approval cnd mar-
keting. The Food and Drug Administra-
tion is prepared to approve glggx‘w%
pew-drug applications and abbreviat
suppiements to previously approved
new-drug applications under conditions
described herein.

1. Form of drug. Probenecid with col-
chicine preparations are in tablet form
suitable for oral administration.

2. Labeling conditions, a. The label
bears the statement, “Caution: Federal
law pronibits dispensing without pre-
scription.”

b. The drug is labeled to comply with

‘all requirements of the Act and regula-

tions, and the labeling bears adequate
{nformation for safe and effective use
of the drug. The “Indications” secuon is
as follows:
I.\'ch.rne\'s
Por the treatment of chronic gouty arthri-

tis when complicated by Irequent, recurrent

acute atiacks of gout.

3. Marketing status. Marketing of such
drugs may be continued under the con-
ditions described in the notice entitled
“Conditions for Marketing New Drugs
Evaluated in Drug Efficacy Study,” pub-
tizhad in the Foozaal Recistea, July 14,
1570 (35 F.R. 11273}, as {oilow::

a. For bolders of ‘deemicd anpproved”
new-grig spp ticns (e, an applica-.
tion which hersme etfoctive on ihe

Ao
220

REGISTER,

of safety prior to Ocigher 14, 162 ¢
submission of & suppisment Im ¥
lzkheling and an sbbreviated swplien
far npdating informaiion as ¢ :
paragrapiis (2.1 iy andg
notice of guly i4, 3570,

b. For any porsen who does not hoid
an approved or cffective new-drug ap-
plication, the submission of an ‘,‘b.'_*_u.
viate w-drug appiication as descrilied

paragraph () (3) (1) of that nctice.

c. For any distributor of the druz, the
use of labeling in accord with this an-
nounicement for any such drug shiored
within the jurisdiction of the Act as ¢a-
seribed in paragranh (b) of that nctice.

A copy of the Academy's rencry hos
been furnished (o the firm reierred 0
above. Communications forsarced in ve-
sponse to this announcement should be
identified with the reference niunber
DESI 12383, directed to the atteniizn of
the appropriate ofiice listed below. and
addressed to the Food and Diug Acmin-
istration, 5600 Fishers Lane, Rockvilie,
Md. 20852:

Supplements (identify with NDA numberi:
Gffice of Scientific Evaluation (BD-100),

. Bureau of Drugs.

Original abbreviated new-drug applications
(identify as such):
Implcmentatior Project Oifice
Burcau of Drugs.

Request for the Academy's report: Drug Ef-
ficacy Study Iiifermation Control (BD-:;?; ,
Bureau of Drugs.

All other communications regarding fhis an-
nouncemeni: Drug Eflcacy Study.Imple-
mentation Project Office (BD-60), Ba:e'm
of Drugs.,

{TD-60),

This notice is issued pursuant to p
visions of the Federsl Foad, Drug,
Cosmelic Act (secs. ou.z, U, o

1050-53, as amended; 21 U.S.C. 352, 3535}

1C-

.and under the authority celezated {o tne

Commissioner of FFcod and Druis
CFR 2.120).
Dated: July 11, 1972.
Eam D. Five,
Associcte Commissioner
for Compliance,
[FR Do¢.72-11723 Filed 7-27-72;8:48 am]
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[DESI 63G7]
PARENTERAL MERCURIAL DIURETICS

Drugs for Human Use; Drug Efficacy
- Study Implementation

The Food and Drug Administration
has evaluated reports received from the
National Academy of Sciences-Nation:zl
Resecarch Council, Drug Efficacy Study
Group, on the following mercurial diuvo:-
ics for parenteial use:

1. Cumertiin Iniectable, coniaining
mercumatilin; Endo Laboratorics, Inc.,
subsidiary of E. 1. du Pont de Nemours &
Co., Inc., 1000 Stewart Avenue, Garden
City, N.Y. 11530 (NDA 7-519).

2. Thiomerin Injection and Thiomerin
Lyophilized Powder for Injection, con-
taining sodium mercaptomerin; \\\o'n

Laboraiories, Division Americain it
Products Corp., Pest Cfiice Ilw
Philadeiphia, Pa. 15201 <4045 an

3. Mercuhvdrin In

meraliuride; Lakeside Laboraliiws

oy g
SaRY,
~
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NOTICES

4561

Drug, and Cosmetic Act should be without approval will be allowed 6 Commissloher of Food and Drugs (21

labeled in accord with this notice.

The above-named holdeTs of the néw=
drug applications for these drugs have
been mailed a copy of the Academy's
report. Any other interested person may
.obtain a copy of these reports by request
to the Food and Drug Administration,
Press Relations Office, 200 C Street SW.,
Washington, D.C. 20204. - -

Communications forwarded in response

to this announcement should be identi-
fied with the reference number DESI

12024, directed to the attention of the

appropriate office listed below, and ad-

dressed to the Food and Drug Adminis-

tration, 5600 Fishers Lane, Rockville, Md.

20852. )

Supplements (identify with NDA number):
Office of Scientific Evaluation (BD-100),
Bureau of Drugs. '

Original new-drug applications: Office of
Scientific Evaluation (BD-100), Bureau of
Drugs.

All other communications regarding this an-
nouncement: Drug Efficacy Study Imple-
mentation Project Office (BD-5), Bureau
of Drugs.

This notice is issued pursuant.to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-563, as amended; 21 U.S.C. 352, 355)
and under authority delegated to the
Commissioner of Food and Drugs (21
CFR 2.120).

Dated: February 8, 1971.

Sam D. PINE,
~ Associate Commissioner
. for Compliance.
[FR Doc.71-3227 Piled 3-8-71;8:46 am}

[DEST 10128]

POLYOXYETHYLENE DODECANOL,
MENTHOL, CAMPHOR, EUCALYP-
TUS OIL, AND BENZOIN FOR INHA-
LATION

Drugs for Human Use; Drug Efficacy
Study- implementation

The Food and Drug Administration
has evaluated a report received from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
Group, on the following drug: .

Vicks Vaposteam Liquid, containing
polyoxyethlene dodecanol, menthol,

camphor, eucalyptus oil,. and- benzoin.

. tincture; marketed by Vick Chemical Co.,
Division of Richardson~Merrell, Inc., 1
Bradford Road, Mount Vernon, N.Y.
10017 (NDA 10-126). . L

The drug is regarded as a new drug.
The effectiveness classification and mar-
keting status are described below.

A. Effectiveness classification. The
Food and Drug Administration has con-
sidered- the Academy’s report and con-
cludes that this over-the-counter drug
is possibly effective when administered
as an inhalant in steam for the relief of
Cough, stufliness, and chest congestion.

1, Markeling status. 1. Holders of pre-
viously approved new-drug applications
and any person marketing any such drug

months from the date of publication of
-this announcement in the FeperaL REG-
ISTER to obtain and submit in a supple-
mental or original new-drug application
data to provide substantial evidence of
‘effectiveness for those indications for

which this drug has been classified as -

possibly effective. To be acceptable for
consideration in support of the effective-
ness of a drug, any such data must be
previously unsubmitted, well-organized,
and include data from adequate and
well-controiled clinical investigations
(identified for ready review) as described
in § 130.12¢a) (5) of the regulations pub-
lished in the FepERAL REGISTER of May
8, 1970 (35 F.R. 7250). Carefully con-
ducted and documented clinical studies
obtained under uncontrolled or partially
controlled situations are not acceptable
as a sole basis for the approval of claims
of effectiveness, but such studies may be
considered on their merits for corrobora-
tive support of efficacy and evidence of
safety. : ’

2. At the end of the 8-month period,
any such data will be evaluated to deter-
mine whether there i3 substantial evi-
dence of effectiveness for such uses.
After that evaluation, the conclusions
concerning the drug will be published in
the FEpERAL REGISTER. If no studies have
been undertaken or if the studies do not
provide substantial evidence of effective-

ness, procedures will be initiated to-

withdraw spproval of the new-drug ap-
plications for such drugs, pursuant to
the provisions of section 505(e) of the
Federal Food, Drug, and Cosmetic Act.
Withdrawal of approval of the applica-
tions .will cause any such drugs on the
market to be new drugs for which an
approval is not in effect.

The above-named holder of the new-
drug application for this drug has been
maliled a copy of the NAS-NRC report.
Any interested person may obtain a copy
of the report by writing to the applicable
office named below.

. Communications forwarded in re-

sponse to this announcement should be -

identifiled with the reference” number

DESI 10126, directed to the attention of .

the following appropriate office, and ad-
dressed (unless otherwise specified) to
the Food and Drug Administration, 5600
Fishers Lane, Rockville, Md. 20852:

Supplements (identify with NDA number):
Office of Scientific Evaluation- (BD-100),
Burean of Drugs. . .

Original new-drug applications: Ofice of

Scientific Evaluation (BD-100), Buresu of ~

Drugs.
Requests for NAS-NRC Reports: Press Rela-
tions Office, Food and Drug Administration
{CE~200), 200 C Street SW.,. Washington,
D.C. 20204. .
All other communieations regarding this an-

nouncement: Drug Efficgcy Study Imple--

-mentation Project Office. (BD-38),
of Drugs.

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, as amended; 21 U.S.C. 352, 355)
and under authority delegated to the

CFR 2.120).
Dated: February 8, 1971.

CaaArLes C. EDWARDS,
Commissioner of Food and Drugs.

[FR Doc.71-3226 Piled 3-8-71;8:46 am)

{DESI 7888)
PROBENECID

Drugs for Human Use; Drug Efficacy -

Study Implementation

The Food and Drug Administration
has evaluated a report received from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
Group, on the following drug:

Benemid Tablets containing probene-
cld; Merck, Sharp and Dohme, Division
of Merck and Co., Inc., West Point, Pa.
19486 (NDN 7-898).

The drug is regarded as a new drug
(21 U.S.C. 321(p)). Supplemental new-
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new-drug application is required
from any person marketing such drug

. without approval.

The Food and Drug Administration is

prepared to approve new-drug applica- .

tions and supplements to previously.ap-
proved new-drug applications under eon-
ditions described in this announcement..
classification. The
Food and Drug Administration has con~-
sidered the Academy’s report, as well as

other available evidence, and concludes ,

that this drug is effective for the indica-
tions described in the labeling conditions

B. Form .of .drug. This preparation .

is in tablet form suitable for oral

administration. :

C. Labeling conditions. 1. The. label
bears the statement “Caution: Federal
law. prohibits dispensinyg without
prescription.” .

2. The drug is labeled to comply with
all requirements of the Act and regula-
tions. Its labeling bears adequate infor-
mation for safe and effective use of the
drug and is in accord with the guidelines
for uniform labeling published in the
Fepenal Reoister of Pebruary 6, 1970.
The “Indications” section is as follows: -

R
FPor tie treatment of and .
TR — -fout_snd _gouty

ciliin
tion

uvant to therapy with
a. of V. for elevation-and g

D. Previously approved appiications.
1. Each holder of a “deemed approved”
new-drug application (i.e, an application
which became effective on the basis of
safety prior to October 10, 1862) for such
drug is requested to seek approval of the
claims of effectiveness and bring the ap-
plication into conformance by submitting

supplements.containing:
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a. Ravised labeling as needed to con-
form to the labeling conditions-described -
herein for the drug and complete cur-

ent container labeling, unless recently

submitted.

. b. Adequate data to assure the biologic .
availability of the drug in the formula-
tion which is marketed. If such data are
already " included in the application,
specific reference thereto may be made.

¢. Updating information as needed to
make the application current in regard
to items 6 (components), -7 (composi~
tion), and 8 (methods, facilities, and
controls) of the new-drug application
form FD-356H to the extent described
for abbreviated new-drug applications,

8§ 130.4(f), published in the FebEraL

RecisTeR of April 24, 1970 (35 F.R. 6574).

. {One supplement may contain all the in-

formation described in this paragraph.)

2. Sach supplements should be sub-
mitted within the following periods after
the date of publication of this notice
in the FEDERAL REGISTER:

a. 60 days for revised labeling—the
supplement should be submitted under
the provisions of § 130.9 (d) and (e) of
the new-drug regulations (21 CFR 130.9)
which permit certain changes to be put
into effect at the earliest possible time.

b. 180 days for biologic ava.ﬂabilit.v
- data.

c. 60 days for updating information.

3. Marketing of the drug may con-
tinue until the supplemental applica-
tions submitted in accord with the pre-
ceding subparagraphs 1 and 2 are acted
upon, provided that within 60 days after
. the date of this publication, the labeling
of the preparation shipped within the
jurisdiction of the Act is in accord with
~ the labeling conditions described in this
announcement.

E. New applications. 1. Any other per-
son who distributes or intends to distrib-
ute such drug. which is intended for the
conditions of use for which it has been
shown to be effective, as described under
A above, should submit an abbreviated
new-drug_application meeting the con-

tions specified 1n §130.4(f) (1), (2, .
and (3), published in the FeEDERAL REG-
1sTER of April 24, 1970 (35 F.R. 6574).
Such applications should include pro-.
posed labeling which is in accord with
the labeling conditions described herein
and adequate data to assure the biologic
availability of the drug in the formula-
tion which is marketed or proposed for
marketing,

2. Distribution of any such prepara-
tion currently on the market without an

- approved new-drug application may be
continued provided that:

a. Within 60 days from the date of
publication of this announcement in the
Feperat. REGISTER, the labeling of such
preparation shipped within the jurisdic-
tion of the Act is in accord with the
labeling conditions described herein.

b. The manufacturer, packer, or dis-
tributor of such drugs submits, within
180 days from the date of this publica-
tion, a new-drug application to the Food -
and Drug Administration.

NOTICES

- ¢. The applicant submits within a
reasonable time additional information
thdt may be required for the approval of
the application as specified in a written
communication from the Food and Drug
Administration.

d. The application has not been ruled
incomplete or unapprovable.

P. Exemption from periodic reporting.
The periodic reporting requirements of
§5130.35(e) and 130.13(b) (4) are waived
‘in régard-to applications approved for
this drug solely for the conditions of use
for which the drug is regarded as effec-
tive as described herein. The require-
ments of §§ 130.35(f) and 130.13(h) (1),
(2), and (3) remain a continuing re-
sponsibility of each applicant.

G. Unapproved use or form of drug.
1. If the article is labeled or advertised

for use in any condition other than those

provided for in this announcement, it

. may be regarded as an unapproved new

drug subject to regulatory proceedings
until such recommended use is approved
in a new-drug application or is otherwise
in accord with this announcement.

2. If the article is proposed for mar-
keting in another form or for a use other
than the use provided for in this an-
nouncement, appropriate additional in-
formation as described in §130.4 or
§ 130.9 of the regulations (21 CFR 1304,
130.9) may be required, including results
of animal and clinical tests intended to
show whether the drug is safe and
effective.

A copy of the Academy’s report has
been furnished to the firm referred to
above. Any other interested person may
obtain a copy by request to the Food
and Drug Administration, Press Rela-
tions Office (CE~200), 200 C Street SW.,
Washington, D.C. 20204.

Communications forwarded in re-
sponse to this announcement should be
identified with the reference number

- DESI 7898, directed to the atiention of

the appropriate office listed below, and
addressed to the Food and Drug Admin-
istration, 5600 Fishers Lane, Rockville,
Md. 20852

Supplements (identify with NDA number):
Office of Scientific Evaluation (BD-100),
Bureau of Drugs.

Original abbreviated new-drug applications
(identify as such): Drug Efficacy Study
Implementation Project Office (BD-5), Bu~
reau of Drugs.

All other communications regarding this an-
nouncement: Drug Efficacy Study Imple-
mentation Project Office (BD-5), Bureau.
of Drugs.

This notice {s issued pursuant to pro-
visions of the Federal Food, Drug, and:
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, as amended; 21 U.S.C. 352, 355)
and under authority delegated .to the
Commissioner of Food and Drugs (21

" CFR 2.120).

Dated: February 8, 1971,
]

N Sam D. FINE,
Associate Commissioner
for Compliance.

{FR Doc.71-3224 Filed 3-8-71;8:46 am]
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ATOMIC ENERGY COMMISSION

URANIUM ENRICHMENT SERVICES -
CRITERIA

Charge for Enriching Services .

The US. Atomic Energy Commission
(AEC) hereby announces revisions to the
notice entitled “Uranium Enrichment
Services Criteria” as published in the
FEDERAL REGISTER on December 23, 1966
(31 P.R. 16479), and as amended in 35
F.R. 13546 of August 25, 1970 (referred
to herein as the notice).

1. Subparagraphs 5(c¢) (1), (2), and
(3) of the notice are revised to read as

- follows:

(¢) Charge for enriching services. (1)
The charge for enriching services, in
accordance with the Act, will be estab-
lished on a nondiscriminatory basis and
on a basis of recovery of the Govern-
ment’s costs over a reasonable period of
time. Applicable charges for enriching
services and related services will be those

-in effect at the time of delivery of en-
riched uranium to the customer as.(i)
published in the FepZraL REGISTER, or (ii)

.in the absence of such publication, de-

termined in accordance with the Com-
mission’s pricing policy. The charge per
unit of separative work for enriching
services will be the same as that enr-
ployed in the Commission’s published
schedule of charges for sale or lease of
enriched uranium. The AEC may impose
an appropriate surcharge representing
additional costs, if any, to the AEC for
providing enriching services on short
notice.

(2) AEC’s charge for enriching serv-- -

fces will be established on a basis that
will assure the recovery of appropriate
Government costs projected over a rea-

sonable period of time. The cost of sepa-

rative work includes electric power and
all other costs, dire¢t and indirect, of op-
erating the gaseous diffusion plants; ap-
propriate depreciation of said plants;
and a factor to cover applicable costs of
process development, AEC administra-
tion and other Government support
functions, and imputed interest on in-
vestment in plant and working capital.
During the early period of growth of nu-
clear power, there will be only a small
civilian demand on the large AEC dif-
fusion plants. These plants were orig-
inally constructed’ for mational security
purposes, but will be utilized in meeting
future civilian requirements. In this in-
terim period of low plant utilization, the
Commission has determined that the
costs to be charged to the separative
work produced for civilian customers
will exclude those portions of the costs
attributable to depreciation and interest
on plant investment which are properly
allocable to plant in standby and to ex-

. cess capacity.

(3) Projections of supply and demand
over a reasonable time period will be
used in establishing a plan for diffusion
plant operations. This plan will be the
basis for establishing an average charge

9, 197
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ABBREVIATED
S NEW DRUG APPLICATION

BOLAR PHARMACEUTICAL CO., INC.

130 LINCOLN STREET e COPIAGUE, L. 1, N. Y. 11726 e (516) MY 1-5454

Bureau of Drugs

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Attention: DESI ProJect Office
Gentlemen:

This Abbreviated New Drug Application for a compressed tablet of
PROBENECID 0.5 Gm. with COLCHICINE 0.5 mg.

is submitted to meet the conditions specified in regulation 130.4 (f)

published in the Federal Register of April 24, 1970 and the DESI

announcement on Probeneeid 0.5 Gm: with Colchicine 0.5 mg.

appearing in the Federal Register of-?quly 27, 1972.

Enclosed is a signed form 356H.

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES

21



~" Name of applicant

Form Approved
OMB No. 57 -R0003

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE"
PUBL IC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

.- NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Ti{Ia 21,‘ Code of Federal Regulations, § 130.4)

Bolar Pharmaceutical Co. Ime,

Address 130 Lincelm Street Copiagus, N.Y. 11726

Date September 12, 1972

Probenecid 0.5 Gm, with Colehieine 0.5 mg, Tablets

‘[ Original application (regulation $130.4).

[[] Amendment to original, unapproved application
(regulation $ 130.7).

(X] Abbreviated application (regulation $130.40).

Name of new drug

[T] Amendment to abbreviated, unapproved application
(regulation $130.7).

[C] Supplement to an approved application (regulation’ $130.9).
|E| Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant wamings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling which is part of this application in accord with §1.106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until

an approved supplement to the application provides for a change or the change is made in conformance with other,
provisions of $130.9 of the new-drug regulations. -

Actached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the following:

1. Table of contents. The table of conrents should’

specify the volume number and the page number in which
the complete and decailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstraring that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and. that it
presents a sound basis for the approval requested. The
summary should include che following infoxp:atiéri: (In

lieu of the outline described below and- the” evaluation

described in Item 3, an expanded summary-and evaluation

as outlined in §130.4(d) of the new-drug regulations may

. be submitted to facilitate|the review of 'thid application.)
a. Chemistry. T o

i. ‘Chemical - structural” formula or description for” any
new-drug substance. ST .

ii. Relationshi]
cally related drugs.”

iii, Description of dosage form and quastitative com-
position.

b. Scientific rationale and purpose the drug is to serve.

¢. Reference number of the investigational drug-no-
tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any
conteats are being incorporated by reference to support
this application. :

d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational drug notice(s) or the volume
and page number of this application where complete data
and reports appear.) .

i. Pharmacology (pharmacodynamics, endocrinology,

. metabolism, etc.).
FD FORM 356H (4/71)

p' to other chemically or pharmacologi-

ii. Toxicology,and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator-and to the volume and
page number in the application and any documents in-

 corporated by reference where the complete daca and re-

ports may be found.)
i. Special studies not described elsewhere.
ii. Dose-range studies.:
iii. Controlled clinical studies..
iv; Other clinical studies (for example, unconcrolled or
incompletely controlled studies).
v. : Clinical| laboratory studies related to effectiveness.
vi.. Clinicalllaboratory studies related to safety.
wif; Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data and reports may be found. .

b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-

_ministration of the drug was stopped and showing the

investigator’'s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-relaced.

4. Copies of the label and all other labeling to be used
for_the drug (a total of 12 copies if in final printed form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.

L)



a. Each label, or other Jabeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package. . '

b. If the drug is to be offered over the counter, labeling
on or within the retail package should ‘include adequate
directions for use by the layman under all the conditions

for which the drug is intended for lay use or is to be, -

prescribed, recommended, or suggested in any labeling or
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug is ihtended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that includes adequate

information for all such uses, lacludmg all che purposes .

for which the over-the-countér drug is td be ad¥ertised to,
" or represented for use by, physicians.
c. If the drug is limited in its labeling to use under

the professional supervision of a practitioner licensed by
law to administer it, its labeling should bear information

for use under which such practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which it is to be advertised or repre-
sented, in accord with §1.106(b) (21 CFR 1.106(b)). The
application . should. include any labeling for the drug
intended to be made available to the layman.

d. If oo established name exists ‘for a new-dm; sub-
stance, the application shall propose a .pooproprietary

name for use as the established name for the substance.’

‘e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an -pphcauon. An
application will not ordinarily be approved prior to the
submission ‘of the final printed label and labeling of the
drug.

/- No application may be approved if the labeling is
- false or misleading in any particular,

(Vhen mailing pieces, any other labeling,.or advertising
copy are devised for promotion of the new dmg, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of say
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Apptoval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved applicatios.).

5. A statement as to whether. the drug is (or is sor):
- limited ia its labeling and. by this. application to_use
under the professional supervnsnoa o{ a pnctxnoner
licensed by law to administer it.

6. A full list of the articles used as. components of
the drug. This list should include all substances used.
in the synthesis, extraction; or othes method of peeparation
of any new-drug substance, and in the preparatioa of the
finished dosage forar, regardless of whether they undergo
chemical change or ate removed in the process. Each
substance should be identified by- its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identificaticn. If

any proprietary preparation-is-wsed.as.a..component;-the - - b
proprietary name should be followed by a complete quan- -

titative statemeat of composition. Reasonable alternatives
for any listed substance may be specified.

7. A full stwatement. of the composition of the diug.
The statement shall set forth the name and amount of
edch ingredient, whether active or not, contsined in a
stated quantity of the drug in the form in which it is to - be
disuwibuted (for example, amount per tablet. or. per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the. label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

8. A full description of the methods used in, and the
facilities and controls used for, the manufactuxe, process-
ing, and packing of the drug. Included in this description
should be full information with respect to any nsw-drug
substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and the described facilities ands conuols to

. determine and prescrve the _identity, strength. quality,
"and purity of the drug: ’

a. A description of the physical facilities including
building and equipment used.in manufacturing, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional bickgrounad and” experience, of the technical and
professional persoonel who are responsible for assuring
that the dtng bas the safety, identity, strength, quality,
and purity it purports or is represented to possess, and a
statement of their respoasibilities.

c. The methods used in thp synthesis, extraction,
isolation, or purification of any newedrug substance. When
the specifications aad controls applied to such substance
ate inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described in sufficient detail, including quaatities used,
times, temperatures, pH, solvents, etc., to detemine
these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect.
such characteristics of the substance may be specified.”

d. Precautions to assure ‘ proper, identity, strength,.
quality, and purity of the raw materials, whether active or-

not, including the specifications for acceptance and ’

methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a
serial oumber to identify it, and the use made of such
sumbers in subsequent plant operations.

/. 1f the applicant does not himself petrform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for any aew-drug substance or the new-drug
dosage form, his statement identifying each person whe
will perform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the operation.

g Method of preparation of the master formula records
and individual batch recotds and. manner in which these
tecords are used.

b. The instructions used in the manufactwring, process-

ing, packaging, and labeling of each dosage form of the
sew.drug, including any apl::xal precautions observed in
the operations.
_ & Adequate mfomnuon wuh respect to the character-
istics of and the test methods employed for the coatainer,
closure, .or other componrent parts of the drug package to
assure their suitability for the intended use.

j. Number of individuals checking weight or volume of

‘- each-individual msxed:em emexmg» into eaclr basch of she - -
©  drug.

- ke Wbether or not the aotal wexght or volume of each
batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is
doae.

L Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, etc., and the criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drug is
packaged with the proper label and labeling, includic
provisions for labeling storage and inventory control.




n. The analytical coatrols used during the various
1ges of the manufacturing, procgssing, packaging, and
seling of the drug, including a detailed description of
* collection of samples and the analytical procedures to
vich they are subjected. The analytical procedures
ould be capable of determining the active -components
thin a reasonable degree of accuracy and of assuring
e identity of such components. If the article is one that

represented tq be sterile, the same—-informaiion with -

gard to the manufacturing, processing, packagicrg, and.
e collection of samples of the drug should be given for
erility controls. Include the standards used for ac-
:ptance of each lot of the finished drug.
o. An explanation of the exact significance of the
atch control oumbers used in the manufacturing, .process-
18, packaging, and’ labeling of the drug, including the
ontsol numbers that appear on the label of the finished
ticle. State whether these numbers enable determina-
on of the complete manufacturing history of the product.
'escribe any methods used to permit determination of the
istribution of any batch if its recall is required. ’

p. A complete description of, and data derived from,
tudies of the stability of the drug, including information
howing the suitability of the analytical methods used.
Jescribe any additional stability stedies underway or
ontemplated. Stability data should be submitred for any
ew-drug substance, for the finished dosage form of the
irug in the container in which it is to be marketed; in-
:luding any proposed multiple-dose containet, and if it is
o be put. into solution at the time of dispensing, for the
iolution prepared as directed. State the expiration date(s)
hat will be used on the label to preserve the identiry,
itrength, quality, and purity of the drug until it is used.
If no expiration date is proposed, the apphcant must
‘ustify its absence.)

g- Additional procedures employed which are designed
:0 prevent contamination and otherwise assure proper
control of the product. )

‘An application may be refused. unless it includes
adequate ‘information showing that the methods used in,
and the facilities and controls used for, the manuofacturing,
processing, and packaging of the drug are adequate to
preserve its identity, strength, quality, and purity in con-

formity with good manufacturing practice and identifies

each establishment, showing the location of the plant
conducting these operations.)"

9. Samples of the drug snd articles used as ¢
neants, as follows: a. The following samples shall b;—i

mitted with the application or-as soon théreafter us they.

become available. Each sample shall consist’ of font
identical, separately packaged subdivisions, esch com-
taining at least three times.the amount required to per~
form the-labotatory test procedures described in the ap-

plication to determine compliance with its-coatrol specie-

fications for identity and assaya: )
i. A representative sample or samples of the finished

,dos,a_ge form(s). p:oposcd in the application sed employed

in the clinical investigations and a teptesennnve sample '
or samples of each new-drug substance, d¢' defided in
§130.1(g), from the& batch(es) employed in the pxodncnon'

of such dosage form(s).

fi. A representative sample or smples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not from a
commercial-scale production batch, such a sample from a

representative commercial-scale production batch; and a-

representative sample or samples of each new<drug sub-
stance as defined in §130.1(g), from the batch{es) em~
ployed in the production of such dosage form(s).

iii. A sample or samples of any reference standard and
blank used in the procedures described iii. the application
- for assaying each new-drug substance and other assayed

R

‘components of the finished drug: Provided, however, That

samples of reference standards recognized in the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested.

b. Additional samples:sbkall be ‘submitted: on<request.

c. Each of the sampies: submitved: shall be-eppropsie =i
ately packaged and labsied o preservesite chasacveriesionpsor

to identify the material and the quantity in each sub-
division of the -sample, and to identify each .subdivision .
with the name of the applicant and the new~drug applica~
tioa to which it relates. .

d. There shall be included a full list of the samples
submitted pursvant to Item 9a; a statement of the addi-
tional samples that-will be submitted as soon as avail-
able; and,, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new-dmg substance contained therein (including in the
case of new-dmg substances, a statement whether it was
peoduced on a laboratory, pilot-plant, or full-production
scale) and decailed results of all laboratory tests made to
determine the identity, strength,’ quality, and purity of
the batch represented by the sample, including assays.
Include for any reference. standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted.

e. The requirements of Item 9a may be waived in
whole or in part on request of the applicant or otherwise
when any such samples are not necessary.

[. If samples of the drug are. sent under separate
cover, they- should be addressed to. the attentiom of the
Burean of Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as showa oa the application.

10. Full reports of preclinical investigations that have
been made to show whethe? of not the drug 13 safe for use
and cffective in use. a. An application may be refused
unless it contains full reports- of adequate preclinical
tests by all methods reasonably applicable to a determina-
tion of the safery and effectiveness of the drug uader the
conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,
including - all studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth, Such infoimation should iaclude identification
of the person who conducted each investigation, a state-
ment of where the investigations were conducted, and
where ‘the undetlying data ace available for. inspection.
The animal studies may not be considered adequate unless
they give proper attention to the conditions of use recom-
ménded in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long—term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing potential.
. &..Detailed reports of. ny petuun(. rmc:obxologncal

a.n&in vitro studies...

. d. Summarize and ptovxde a list of literature refer-
ences (if avsilable) to all other preclinical information
‘knowa to the.applicant, whetber published or vapublished,
that. is pertinent to an evaluation of the safety or effec-
tiveness o the drug.

11. Ligt of investigators. a. A complete list of all

‘ 'in've'stiguots. supplied with the drug including the name

and post office address of each investigator and, following
each name, the volume and page refetences to the in- -
vestigator’s report(s) in this application’and in any docu-
ments lncorponted by reference, or the explanation of the
omission of any reports.

‘b. The unexplained omission of any reports of in-
vestigations made with the new drug by the apphcant ot




submitted to him by an investigator, or the unexplained
“omission of any pertinent reports of investigations or
clinical experience received.or otherwise obtained by the
applicant from published literature or other sowrces,
whether or not it would Biag an evalUation of the safery
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdfawal of the approval of
an application. e

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. Ao application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling. : o

b. An application may be refused unless it includes
substantial evidence consisting of adequace and well-
controlled investigations, including clinical investiga-
tions, By experts qualified by scientific training and ex-
petience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling. .

¢. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be artached. These reports should include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant cligical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opioion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspectiop. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
ecach individual treated and comparable records on any
individuals employed as controls. An application for a
combination drug may be refused unléss there is “sub-
stantial evidence that each ingredient designated as
active makes a contribution to the ‘total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with: such infre-
quency ‘in the United States as to maké - testing im-
practical, some of the investigat¥ons: should’be performed
by competent investigators- within the United States.

d. Attach as ‘a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Department of HEW. Food
and Drug Administration. Bureau of Drugs (BD-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible, for each subject or patient experiencing one or
more adverse effects, described in Item 12c, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experieacé
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in Item 12¢c. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical énumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and Drug Adminis-
tration. .

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published report which only supports other
data submitted. Reprints are not required of reports in
designated jownals, listed in §130.38 of the new-drugr
regulations, about related drugs; a bibliography will
suffice. Include any evaluation of the safety or effec--
tiveness of the drug that has been made by the applicant’s.
medical department, expert committee, or consultants.

/. If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-’
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components aod may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administragion.

g. The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be shown to the extent necessary to
establish. its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap~
plication. : )

13. If this is a supplemental application, full informa-~
tion on each proposed change coacerning any statemeat
made in the approved application. .
Observe the provisions of §130.9 of the new-drug regula-
tions concerning supplemental applications.

Bolar Pharmsceutical Ce., Ine.

l ) 4@) (§plica§ : ;
Per : & LA = :
(Responsible official or agent)

President
(Indicate authority)

(Warning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized attoraey, agent, or official. If the a-pplicant
or such authorized representative does not reside or have a place of business within the United States, the applicfa}:on must
also furnish the nari and post office address of and must be countersigned by an authorized attorney, agent, or official resid-
ing or maintaining a place of business within the United States.
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